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REMARKS 

In response to Examiner Ro ark's suggestions, claims 36 and 39 have been amended. This 
Supplemental Preliminary Amendment is submitted in compliance with 37 CFR 1 . 121 . Claim 36 
now reads, "A method of preparing a polyclonal antibody with the specificity of the antibody of 
claim 1 1, the method comprising: , - .". Claim 39 now reads "A method of making a monoclonal 
antibody with the specificity of the antibody of claim 1 1, the method comprising: . . 
Applicants expressly state that these claims are not being amended for reason related to 
patentability, and are in feet fully supported by the specification as filed 

By this Supplemental Preliminary Amendment, claims 11, 36-39, 41, and 44 were 
amended to place the claims in better form for examination and have not been made for reasons 
relating to patentability. Applicants respectfully request acceptance and entry of this 
Supplemental Preliminary Amendment. 

Restriction Requirement 

In the Restriction Requirement, the Examiner requested Applicants to elect one of the 
following inventions: 

Group I (claim 1) drawn to a polypeptide comprising SEQ ID NO:l and variants thereof, 
classified in Class 435, subclass 183. 

Group II (claims 1 1, 3 1-32, 34, 36-43) drawn to antibodies to the polypeptide of SEQ ID 
NO: I, compositions thereof, and methods of making the antibodies, classified in Class 530, 
subclass 387.1; Class 424, subclass 130.1; and Class 435, subclass 326. 

Group III (claims 30 and 44) drawn to a method/diagnostic test for a condition associated 
with expression of the polypeptide of SEQ ID NO: 1 , each comprising detecting the polypeptide 
in a biological sample; classified in Class 436, subclass 63 and Class 435, subclass 7.1. 

Group IV (claims 33 and 35) drawn to a method of diagnosing a condition associated 
with expression of the polypeptide of SEQ ID NO: 1 by administering an antibody to the 
polypeptide to a subject, classified in Class 424, subclass 130. 1 and Class 435, subclass 7. \ . 

Group V (claim 45) drawn to method for using an antibody to purify the polypeptide of 
SEQ ID NO:l from a sample; classified in Class 530, subclass 413. 
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Applicants hereby elect, with traverse, to prosecute Group II, which includes and is drawn 
to claims 11, 31-32, 34, and 36-43 drawn to antibodies which specifically hind to polypeptides 
SEQ ID NO:l, compositions comprising the antibodies, and a method of making antibodies, with 
traverse. 

Claims directed to methods of using the claimed antibodies for diagnosing a condition or 
disease (i.e., claims 30, 33, and 35), for detecting a polypeptide of SEQ ID NO:l (i.e., claim 44), 
and for purifying a polypeptide of SEQ ID NO: 1 (i.e., claim 45), could and should be examined 
together with the product claims from which they depend, per the Commissioner's Notice in the 
Official Gazette of March 26, 1996, entitled "Guidance on Treatment of Product and Process 
Claims in light of In re Ochiai, In re Brouwer and 35 U.S.C. § 103(b)" which sets forth the rules, 
upon allowance of one of the product claims, for rejoinder of process claims covering the same 
scope of products. Applicants presume these method claims will be rejoined, upon determining 
allowability of the product claims from which they depend. 

Applicants reserve the right to prosecute non-elected subject matter in subsequent 
divisional applications. 

If the Examiner contemplates other action, or if a telephone conference would expedite 
allowance of the claims, Applicants invite the Examiner to contact the undersigned at (650) 621- 
8555. 

Applicants believe that no fee is due with this communication. However, if the USPTO 
determines that a fee is due, the Commissioner is hereby authorized to charge Deposit Account 
No. 09-0108. 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 
IN THE SPECIFICATION: 

) 

The first paragraph f page 1 has been amended as follows: 

This application is a divisional [of] application of U.S. application serial number 09/258,643 
filed on February 26, 1999, now U.S. Patent No, 6,277373, which is a divisional [of] application of 
U.S, application serial number 08/884,681 filed on June 27, 1997, now U.S. [patent number) Patent 
No. 5,955,338, the contents all of which are hereby incorporated by reference. 



IN THE CLAIMS: 

Claim 1 has been canceled. 

Claims 11, 36-39, 41, and 44 have been amended as follows: 



1 L (Once Amended) An isolated antibody which specifically binds to a polypeptide [of claim 
1] selected from the group consisting of: 

a) a polypeptide comprising the amino acid sequence of SEP ID NO:K 

b) a polypeptide comprising a naturally occurring amino acid sequence at least 90% 
identical to the amino acid sequence of SEP ID NO:l and having phosphatidvlinositol 
4.5-bisphosphate 5-phosphatase activity, 

c} an immun ogenic fragment nf a polypeptide having the amino acid_$equence of SEP ID 
NO: I. 



36. (Once Amended) A method of preparing a polyclonal antibody with the specificity of the 
antibody of claim 1 L the method comprising: 

a) immunizing an animal with a polypeptide having an amino acid sequence of SEQ ID 
NO: 1[J or an immunogenic fragment thereof, under conditions to elicit an antibody 
response; 

b) isolating antibodies from said animal; and 

c) screening the isolated antibodies with the polypeptide, thereby identifying a polyclonal 
antibody which binds specifically to a polypeptide having an amino acid sequence of 
SEQ ID NO: 1. 
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37. (Once Amended) [An] A polyclonal antibody produced by a method of claim 36. 



38. (Once Amended) A composition comprising the polyclonal antibody of claim 37 and a 
suitable carrier. 

39. (Once Amended) A method of making a monoclonal antibody with the specificity of the 
antibody of claim 1 L the method comprising: 

a) immunizing an animal with a polypeptide having an amino acid sequence of SEQ ID 
NO:l[,] or an immunogenic fragment thereof, under conditions to elicit an antibody 
response; 

b) isolating antibody producing cells from the animal; 

c) fusing the antibody producing cells with immortalized cells to form monoclonal 
antibody-producing hybiidoma cells; 

d) culturing the hybridoma cells; and 

e) isolating from the culture monoclonal antibody which binds specifically to a polypeptide 
having an amino acid sequence of SEQ ID NO:l. 

41 . (Once Amended) A composition comprising the monoclonal antibody of claim 40 and a 
suitable carrier. 

44. (Once Amended) A method for detecting a polypeptide having an amino acid sequence of 
SEQ ID NO:l in a sample, the method comprising [the steps of]: 

a) incubating the antibody of claim 1 1 with a sample under conditions to allow specific 
binding of the antibody and the polypeptide; and 

b) detecting specific binding, wherein specific binding indicates the presence of a 
polypeptide having an amino acid sequence of SEQ ID NO:l in the sample. 



101483 10 09/892,287 

Received from < 415 852 0195 > at 10/7/02 8:05:36 PM [Eastern Daylight Time] 



Oct. 7.2002 5:03PM INCYTE LEGAL DEPTi a :PF-o334-2Div No. 6574 P. 13/16 

Inventors: Hillman. et aL 
Tide: N^PhOSPHAHDYUNOSITOL 4,5-BISPHOSPHATE 5-PH^pATASE 

^ Serial No.: 09/892.287 



in n o 

OOfS 

Q\ rH f—i 

co cn cn o 
r- o> — i cn 
co ri o ^ 

n H H H 

^ Di D Oi 



•ji m O 

o o N 

m ^ H J 

a) ^ ^ o 

rH (N 

tfl m o c 

H h H 

O) 01 d 



m m o 

O O CN 

(J\ H H 

^ Q> Q 

m r-i CN 

oo n o tp 

m H rl H 

0> Dl 01 



in m o 

O O CN 

h h gj 

go cn cn O 

i> cn i-H cn 

CO fl o ^ 

n h h h 

a» at cj> 



s 



O CN 
00 OA CT) O 

cn i-i cN 
oo m o ^ 

rH ^ rn 
VD D» Ol ^ 



in n o 

o o CN 

h h cr\ 

oo cn cn o 

on ^ CN 

oo m O ^ 
m ~h 
vd Oi 0» 01 





I *J J 


1 1 < w 


1 1 ?h M 


1 1 U * 




1 1 cn 0 




1 £h cl 


1 1 52 > 


1 1 J J 


; 1 Cy m3 


1 1 cu 1 


1 1 W ^ 




i 6J (4 


t 1 Cs] Of 


1 1 U J 


1 1 u u 


) < S S 


1 1 a, cu 


1 




1 1 O O 


1 1 O h 


I 1 < s 


\ x & 1 


1 i^C 






1 i CD 2 


l l Q 


> 1 £ pa 


1 1 > 1 


1 1 Q 23 




i 4 cu 


1 1 O Q! 


1 l CU U 


1 1 < w 


1 1 J 1 


1 1 O" O 






1 1 t- c* 


t 1 cn < 


1 1 > 0 


1 1 < i 


1 1 0 cn 






1 1 M < 


1 1 > w 


1 1 W Pu 


1 1 in cn 


1 1 C£Z 






I 1 J J 


l l tx] O 


1 l •£ H 


1 1 z cn 


\ 1 cn m 






1 1 c£ 1 


1 l &1 > 


1 I *J U 


1 1 0 cn 


1 1 cn ^ 


1 




1 1 Sj 1 

1 1 1 


1 1 J U 


1 1 Cl, Pu 


1 1 CD a 


1 1 0 




1 cn fl 


1 1 DC 1 


1 J E- 1 PS 


■ 1 E PS 


1 1 oi k 


1 t O Q 




1 a* 1*^ 




1 l Czj Cl. 


1 1 os 


1 1 cu 0 


1 1 S J 




1 rl 
1 r-* 




1 1 Q I 


1 1 E-> U 


1 1 ^ 03 


1 1 cu S 






1 1 rn 1 


1 1 oc cn 


1 1 Otf 


1 1 cu CU 


1 1 > £ 


1 


1 tn 1 

I wj 1 


1 1 J 1 


1 1 cn s 


1 1 cn 1 


1 1 s > 


1 1 cd cn 




1 Qi 1 

1 MH 1 


r 1 i-3 1 


1 1 > H 


1 1 CD 1 


I 1 W J 


t 1 ^ cn 






1 1 P£ 1 


l 1 Oi cu 


1 1 tit l 


1 1 J] J 


1 1 O Cl- 




1 CJ 1 


1 1 cn 1 


1 1 > M 


l l l 


1 1 u 0 






[ O 1 


1 1 a» 1 


1 f H M 


l l J l 


1 1 j cn 


1 1 a. 0 




l O 1 


1 i C£ 1 


1 ICQ 


1 1 O 1 


1 1 W or 


1 1 a: w 




1 cn 1 


1 1 CO ( 


1 1 0 o* 


1 i Pu 1 


1 1 < < 


1 1 » &4 




1 tn 1 


1 1 0 t 


1 1 J > 


1 1 > 1 


1 1 CJ 1 


1 1 1 CD 


1 


r Q 1 


1 1 0 1 


» 1 cn ac 


» 1 J M 


1 1 1 


1 1 1 i-3 




1 O 1 


1 1 lq 1 


1 1 > 0 


1 1 (03 


1 1 1 


1 1 J J 




' 1 O 1 


t 1 0 1. 


1 1 Q Ed 


1 1 a ci 


1 1 0i 1 


1 1 CD CD 




1 cu 1 


1 1 j 1 


1 1 0 I 


1 1 w 0 


1 1 cn 1 


1 1 a cn 




1 < < 


1 1 > 1 


1 1 0 1 


1 1 < 0 


1 1 J 1 


1 1 Lb fe- 




1 0£ J 


1 i 0 i 


1 1 ^ 1 


1 1 E-« > 


1131 


ll s > 




1 CO CU 


1 1 0 1 


1 1 H 1 


1 1 Q c£ 


1 1 J < 


1 1 cn cn 




1 PtJ Oi 


1 1 > 1 


1 1 < 1 


1 1 J M 


1 1 u- ^ 


1 1 1 cu 




1 < < 


1 1 < fri 


l l £ 1 


1 1 a * 


1 I u 


tii* 


ITS 


1 < O 


1 1 M J 


1 1 PS M 


1 1 > u 


1 1 CU < 


l 1 CD Q 


•J 


1 CD > 


1 1 > < 


1 1 a£ u 


1 1 0 


1 1 a < 


1 1 CD * 


CU 


1 |CU CU| 


1 1 u u 


1 1 S £ 


1 1 > cn 


1 1 Q£ *J 


1 I CD H 


cn 


1 U J 


1 1 > 1 


1 1 fri J 


1 1 Q s 


1 \ & > 


1 1 CD Q 




1 cl cu 


1 1 1 


1 1 >• o« 


1 1 cn cn 


1 1 < < 


1 1 M J 


> 


PS H Bd 


1 < cd 1 


1 1 J H 


» 1 0 < 


1 1 cn cn 


1 1 ^ 




1 1 H 1 


1 1 [U H 


1 1 J M 


1 1 a J 


1 1 < a 


£ 


* >a 


1 1 4 1 


1 1 J J 


1 1 H Q 


t 1 Uj Cn 


1 1 x > 




d H rl 


cn m 5l ?3 


Set 


rH 

cn m 9 P 


d S 

cn m r-i iH 


on cn cn r-i 



< 



Received from < 415 852 0195 > at 10/7/02 8:05:36 PM [Eastern Daylight Time] 



Oct. 7.2002 5:04PM INCYTE LEGAL DEPT No . : ^334-2 div No. 6574 P. 14/16 

Inventors: Hillman et al- 
Title: PHOSPHATTDYUNOSITOL 4.5-BISPHOSPHATE 5-PI^WATASE 
Serial No.: 09/892.287 



in n o 

OOOJ 

^ 21 
m ^ O") o 

r~ ON iH CN 
co n o ^ 
m th *h tH 

0? tJ> 



in n o 

^ ^ !^ 95 

00 o\ 0} o 

o> H (N 

co n o 

^ ^ *i ^ 
vd Qi at 01 



co 

M 
X 

o 

co 
> 



tn n O 

^ ^ 25' 

ao os o> o 

S- os ra 

co m o ^ 

n h h h 
vp 01 pi 9) 



ir» n o 

O O <N 

H H 

00 ^ o 

C7\ «-4 0* 

06 n q 5 

^ H H H 

0> 



LO n O 

O O CN 

Cy\ *H rH Cf> 

OC £J\ CT\ O 

h o\ H pfl 

00 n o ^ 

^ H n H 
U? o» o» 0> 



n o 

O O CN 
CTk rH *H 21 

□0 o 

ff> H N 

00 n O ^ 



I > 
I Cn 
Cl. J 

o as 
o 

CO 
H 4 
H H 

cn 

CO ofl 

os a: 

1 04 
> J 

S £ 
O * 
35 
H > 
[Ll CO 
CO Cii 

^ & 
CO cu 
^ a. 

2 * 

& £ 
J H 



a> m <n 



*5 



1 0 0 > 




1 


1 u 0 ' 


i E- 1 CO O 


1 


1 Z2 ' 


1 Q tO > 


1 


1 > > 1 


1 X fe« * 


; > 


1 S £ 1 


I Cl. >■ 


. 1 


1 X 3 1 


1 b Cl b 


^ 1 


1 Ei H ■ 


1 Cn S 


> y 


1 O O 


1 tt < 




1 < > 


1 W W 


3 


1 Cin Ci- 


I 1 ^ * 




1 CXj &h 


1 1 co co y 


-t 


1 a: 


\ 1 J J < 






1 1 O 0 < 


D 




1 1 J ^ : 




1 a a 


\ 1 w w 




1 M M 


1 1 0 d 


> 


1 >4 Z 


1 l Cli tu 




1 H > 


\ \ 0 O 


CO 


1 >* > 


1 1 > w 


> 


l Q U 


i 1 u 0 


BG 


I W H 


1 1 > >< 




1 W 


t l > M j 


LXj 


1 * a: 


1 1 Q Q 


1 




1 1 CL 


1 


i ^ < 


1 \ < ^ 


1 


1 J i-3 


1 1 Z 


1 


1 | X M 


1 1 M ^ 


1 


1 1 m 


1 » O O 


1 


i i * * 


1 1 z 0 


\ 


1 l > H 


1 1 to s 


1 


1 1 H J 


1 1 J J 




1 1 fri U 


1 1 3 S 


1 


1 1 Q W 


1 1 J a- 






1 1 05 w 


1 


l t j a 


1 1 a J 


1 


1 i 0 0 


1 \ u 0 


1 


l 1 < co 


l 1 td CO 


1 


» 1 1 a 


1 i sri D 




1 1 1 fc* 


I I CU Qi 




1112: 


1 1 CO CO 






s s 




m fN 


o\ m oJ 


c 




CQ 
01 

a: 

o 



Received from < 415 852 0195 > at 10/7/02 8:05:36 PM [Eastern Daylight Time] 



Oct. 7.2002 5:04PM INCYTE LEGAL DEPT»-:p^334- 2 div 

Inveniors: Hillman tt al. 
Title: N^^HOSPHATTOYUNOSITOL 4.5-BISPHOSPHATE 5-PH 
Serial No.: 09/892,287 



No, 6574 P. 15/16 



ATASE 



in n o 
o o ™ 

C\ -H ^ CT\ 

GD <T» <T> O 
p» Q\ n M 

ta n o ^ 



\f\ m O 

O O <N 

H rH OJ 

CO ^ CTt O 

^ H N 



in 
o 



o 

_ O (N 

!I? ^ 2 
CO ^ CD 

h o> h rj 

00 O ^ 



in m o 
o o <N 

H H O) 
CD <Tk 0> O 

^ «h 

CO O ^ 

«H H t*^ 

0* Ol D> 



n o 
o o o; 

o £S 
co o> ^ o. 

t-. o> ^ 

OD O ^ 
m ^4 ^ -j 

VO ^ 31 Q) 



Li f^i O 

m h ^ gj 

GO m O 

r- cr\ oa 

co n o ^ 




B 52 

i-i m ^ ^ 



3 £ 3 § 



id in 



n q ^2 
\o ^ ^-i tn 



o r- a 
o ^ q% 
n h in 



U 
cm 

a 



Received from < 415 852 0195 > at 10/7/02 8:05:36 PM [Eastern Daylight Time] 



Oct. 7.2002 5:04PM INCYTE LEGAL DEPT^pwmmdiv No. 6574 P. 16/16 

# Inventors: Hillman el al. 
HOSPHATTDYUNOSITOL 4,5-BlSPHOSFHATE 5-PHG«pvTASE 
Serial No.: 09/892,287 W 



o CJ 

^ h h a; 

00 CH 0> O 

r- £2 

oo n g 3 

c^t ^ ^ 

VD U* Dl 



CO CO 
> M 

CO E-« 



in n O 

O O (N 
CTl rH j-J £ 

oo 5 5 o 
^ S3 £2 

m n O ^ 
^ <-< H H 
VD O O) 



CD 

5 

cn 

VD 



Mi Q 



Cx- 
G 



a: us 
a: « 



o 
> 

H 

a 

Ed 
H 

*s 



a 





I *S 


i o 


I W 


1 co 


1 kM 


j CQ 


I w 


t a 




i 


i b 


1 co 


1 CO 


I CO 


i Q 


I CO 


i W 


1 < 


1 Cz3 


1 J 




1 


cli a 


1 CO 


CO H 

h ,j 


1 CO 


e us 


i o- 


w 


i ^ 


J > 


H H 


[pTE| 


»J > 


a o 


Q W 


i i 


J 02 



m n q 
° 3 23 

H H J 

u\ o o 

Ch ^ £j 

m o 




C3 25 i£ 
en cp rn 

CO rH VD 



VD 



o[Q CO CO 
J^3] a, cu 

in o v£ 
m H (S fr 
oq c- to 



tu 

S 
Q 
> 



U> 01 01 

O Q Q 
Qi W W 

co a a 
ot re 
> v 
< 

as 

>« 
o 
> 
s 

S 

*3 H 

^ ^ 

CU * 
M > 

u c* 

E J 

CU Cu 
CO OCi 
Q Ed 

O CO 

co co < 

Q U U 

Q D W 

to Q Q 

CD C3 i-3 

U E-i CU 



PS 
co 
a; 
x 

CO 

co 
cu 

CO 

a; 



cu 

i 
i 



in n O 

OOOj 
H H C\ 

o\ cn o 

ON r4 

m o ^ 

01 Ot Ul 



GO 

m 
vo 



CO 
I 
1 

1 

I 

CO 



5 > 
> S 

co 



CU 
CO 



CO 



CO b Efa 
J j H 

al J J 
Pfi J J' 
co < < 

< < 
> > 

CO CO 
X X 
PC £ S 
CO CO CO 
< < V 
u co cu 
a; J h 

« 55 &< 
Cx3 O U 

CJ H Oi 
CO S M 
CO O CO 

PU H &4 

Q D 

O U 
Q D 
H 
H M 

Pu J 
DP 

CO W 

42 OS CX 

J J S 

CD O O 

Cu 0^ 

a f 
o o 

^3 J 



Pi 
4! 



in m o 

OO N 

rH rH pjj 

a*i o\ p 

cn ^ cm 

m o ^ 

H H H 
Di ^ 



CD 

m 

VD 



tn m o 

O O CN 
HHJ 

OS ^ o 
H N 

n O ^ 



cu 

Cu 

a 

cu 



X 

El. 
M 



cu 
O 



Ui v7 
| CU CL. <[Q^ 



CO CO 
H M 
> > 

a o 

CO O 
< H 

S 
CO U 
Dm CO 
O U CO 
Cil W O 
U J 
CO U 
CO S 

o ac 

PC tH 

CO 

CO co w 

U >* tH 

« u u 

CO M H 
?> 

CU 



IX 

cu 
< 



U 

as 

h3 



CO 

as 



a 
a* 

\ 

< 
> 
at 



CU & 

co < 



^ 00 CJ VD 

in bT> 
n cn 



r*- <N <5> lQ 

K S a £ 
m cN 



h n 2 
in r4 rn o\ 

n n cd h 



CU Oi 
5 CU 

* a: 
J iJ J 

< CO CO 

WOE" 
as Cx< 

Q M 

cu co 
CD < 
5 «J M 

CO H 2 

O 2! 3 
O W 4! 
O Q S 
O J > 
cu x co 

d s a 
> >« 

fi < » 
W CO CO 

a; ^ ws. 

1 i-3 -3 
*C M W 

as 
►a ^ 

< < 



CU 

^1 

O 
^3 
i 
I 
I 
I 
I 



s s 

u3 J 
X X 
£ as 

Ei4 

> > 



&\ a\ 



a 

D 



Received from < 415 852 0195 > at 10/7/02 8:05:36 PM pastern Daylight Time] 



